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L7 ANSWER 1 OP 40 CA COPYRIGHT 2004 ACS On STN 
ACCESSION NUMBER: 137:87967 CA 

■^^■^^^^ Preclinical antitumor activity and pharmacodynamic 

studiea with the farneayl protein transferaae 
inhibitor R115777 in human breast cancer 
AUTHOR(S): Kelland, Lloyd R.; Smith, Vicki; Valenti, Melanie; 

Patterson, Lisa; Clarke, Paul A.; Detre, Simone; End, 
Dave; Howes, Angela J.; Dowsett, Mitch; Workman, 

Johnston, Stephen R. D. 

CRC Centre Cor Cancer Therapeutics < The Institute of 
Cancer Research, Surrey, SM2 SNG, UK 
Clinical Cancer Research {3001J , 7(11), 
3544-3550 

CODEN; CCREF4; ISSN: 1078 0432 
American Association for Cancer Research 
Journal 
English 

AB Antitumor and pharmacodynamic studies were performed in MCF-7 human 
breast 

cancer cells and companion xenografts with the farnesyl protein 
*■ esterase inhibitor, R115777, presently undergoing Phase II clin. 

including in breast cancer. R115777 inhibited the growth of 



Paul; 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 



.M. Exposure of MCF-7 
esulted in the 



trials , 

MCF-7 

eel la 
cells 
inhibition 

of protein farnesylatlon, as indicated by the appearance of prelamin A at 
concns. >1 .mu.M, After continuous exposure to 2 .mu.M R115777, prelamin 
A levels peaked at 2 h post drug exposure and remained high for up to 72 
h, R115777 administered orally twice daily for 10 consecutive days to 
mice bearing established s.c. MCP-7 xenografts induced tumor inhibition 



I vitro with an IC50 of 0.31 .+ . 0.25 
to increasing concns. of R115777 for 24 ! 



a do, 



(% T/C) - 63% at 



21] 



e of 25 mg/kg [percentage of treated vs. control 

Greater inhibition was obsd. at doses of 50 mg/kg (% t/C at day 21 

3fl*) or 100 mg/kg {* T/C at day 21 - 43*) . The antitumor effect appeared 
to be mainly cytostatic with little evidence of tumor shrinkage to less 
than the starting vol . Tumor response correlated with an increase in the 
appearance of prelamin A, but no changes in the prenylation of lamin B, 
heat-ghock protein 40, or N-Ras were detectable. In addn., significant 
increases in apoptotic index and p21WAPl/ciPl expression were obsd., 
concomitant with a decrease in proliferation as measured by Ki-67 
Staining. An increase in prelamin A was also obsd. in peripheral blood 
lymphocytes in a breast cancer patient who responded to R115777. These 
data show that R115777 possesses preclin. antitumor activity against 

breast cancer and that the appearance of prelamin A may provide a 
sensitive and convenient pharmacodynamic marker of inhibition of 
prenylation and (or) response. 
193185-68-5, R115777 

RL: PAC (Pharmacological activity); THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(preclin. antitumor activity and pharmacodynamic studies with farnesyl 
protein transferase inhibitor R115777 in human breast cancer) 
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2 (IH) -Quinolinone, 6- [amino (4 -chlorophenyl ) {1-methyl-iH-imidazol -5- 
yl)methylj -4- {3-chlorophenyl) -1-methyl- (9CI) (cA INDEX NAME) 
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ACCESSION NUMBER: 136:160732 CA 

TITLE: Current status of clinical trials of 

farnesyltransf erase inhibitors 
AUTHOR(S): Karp, Judith E.; Kaufmann, Scott H.; Adjei, Alex A.; 

Lancet, Jeffrey E.; Wright, John J.; End, David H. 
University of Maryland Greenebaum Cancer Center, 
Baltimore, MD, 21201, USA 
SOURCE; Current Opinion in Oncology (3001), 13(6), 

470-476 

CODEN: CUOOEB; ISSNi 1040 8746 
PUBLISHER: Lippincott Williams & Wilkins 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review. Farnesyltransf erase inhibitors represent a new class of agents 
that target signal transduction pathways responsible for the 

proliferation 

and survival of diverse malignant cell types. Although these agents were 
developed to prevent a processing step necessary for membrane attachment 
and maturation of Ras proteins, recent studies suggest that 
farnesyltransf erase inhibitors block the farnesylation of addnl . cellular 
polypeptides, thereby exerting antitumor effects independent of the 
presence of activating ras gene mutations. Clin, trials of two 
farnesyltransf erase inhibitors the tricyclic SCH66336 and the 
raethylquinolone Rll5777-as single agents have demonstrated disease 
Stabilization or objective responses in 10 to 15% of patients with 
refractory malignancies. Combinations of farnesyltransf erase inhibitors 
with cytotoxic chemotherapies are yielding complete and partial responses 
in patients with advanced solid tumors. A phase I trial oE R115777 in 
25 '^et^ctory and relapsed acute leukemias induced responses in 8 [32%) of 

patients with acute myelogenous leukemia (including two complete 
remissions) and in two of three with chronic myelogenous leukemia in 

blast 

crisis. In patients with solid tumors, accessible normal tissues such as 
peripheral blood lymphocytes or, perhaps more germane to epithelial 
malignancies, buccal mucosa have provided surrogate tissues that allow 
confirmation that farnesyltransf erase is inhibited in vivo at clin. 
achievable drug doses. In conjunction with the RH5777 acute leukemia 
trial, serial measurements provided evidence of farnesyltransf erase 
enzyme 

inhibition, interference with farnesyltransf erase function (ie, protein 
processing) , and blockade of signal transduction pathways in leukemic 
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bone 



marrow cells. Preclin, studies of farnesyltransCerase inhibitor 
resistance and clin. trials of f arnesyltransEerase inhibitors in 
combination with other agents currently are in progress. 
153185-68-5, Rn5777 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(farnesyltransferaee inhibitors in patients with malignancies) 
192ia5-6e-5 CA 

2(1H) Quinolinone, 6- [amino (4 -chlorophenyl) (1-methyl -IH-imidaaol -S- 
yl) methyl] -4- (3-chlorophenyl) -l-methyl- (9C1) (CA INDEX NAME) 
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COPYRIGHT 2 004 ACS on STN 
136:111921 CA 

R-llS"???. Oncolytic, farneByl protein transferase 
inhibitor 

Sorbera, L. A.; Fernandez, R. ; Castaner, J. 
Prous Science, Barcelona, DBOSO, Spain 
Drugs of the Future (3001), 26(5), 453-461 

CODEN: DRFUD4; ISSN: 0377-82B2 
ProUB Science 
Journal; General Review 
English 



AB A review diacuaaea the ayntheaia, pharmacol. actions, and clin. studies 
o£ 

R-115777. This compd. ia an orally bloaval lable, methyl -qui nol one deriv. 
that ia a selective nonpeptidomimetic inhibitor ot farneayl protein 
transferase. It has exhibited potent in vivo and in vitro activity. 

TT 192185-68-5, R-115777 

RL: DMA (Drug mechaniam ot action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL {Biological study); USES (Uses) 

(H- 115777. Oncolytic, farnesyl protein transferase inhibitor) 

RN 192le5-68-5 CA 

CN 2 (IH) -ouinolinone, 6- [amino (4-chlorophenyl) (l-methyl-lH-imidazol-5- 
yDmethyl] -4- (3-chlorophenyl) -1-methyl- (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 
THIS 



54 THERE ARE 54 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



L7 ANSWER 4 OF 4 0 
ACCESSION NUMBER: 
TITLE: 
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CA COPYRIGHT 2004 ACS On STN 
136:111918 CA 

FarnesyltraneCeraae inhibitors 
Adjei, Alex A. 

Diviaion of Medical Oncology, Mayo Clinic, Rochester, 
MN, S5905, USA 

Cancer Chemotherapy and Biological Response Modifiers 
(300X) , 19, 149-164 

CODEN: CCBAEDj ISSN: 0921-4410 
Elsevier Science B.V. 
Journal; General Review 
Engl i eh 

A review discusses the development, preclin. phdrmacol . , mechanism of 
action, clin. studies, and toxicity profile of farneayUranaf erase 
irhibitora (FTIb). Farnesyltransf erase inhibition was envisioned as a 
strategy for interfering with raa -dependent cell transformation, thus, 
various FTIs have been developed. Four FTIs are in clin. trials 
worldwide, with several more at different levels ot preclin. development. 
Two of these, R115777 and ECHfiSaae, are orally active heterocyclic 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 



The other two agents. L77ai23 and 
and are in phase I trials. 



compd 8 

and are in phase H studies 

BMS2146e2, 

are administered i.v 
IT l»ia5-(S-5, R115777 

RL: DMA (Drug mechaniam of action); PAC (Pharmacological activity); 

(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(farnesyltranateraee inhibitors) 
RN 192185 68-5 CA 

CN 2 (IH) -Quinolinone, 6- (amino (4-chlorophenyl) (x-methyl-iH imidazal-5- 
yl)methyl)-4 (3 -chlorophenyl ) - l-methyl - (9CI) (CA INDEX NAME) 
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PATENT NO. 

US 2001051642 

US 2004063770 
PRIORITY APPLN. INFO.: 



COPYRIGHT 2004 ACS on STN 
136:31714 CA 

Method for treating Alzheimer's disease 

Ahn, Kyunghye; Emmerling, Hark Richard; Haske, 

Taraneh; Hupe, Donald J.; Sebolt Leopold, Judith; 

Levine, Harry; Scholten, Jeffrey David 

USA 

U.S. Pat. Appl . Publ . , 14 pp. 

CODEN: USXXCO 

Patent 

English 
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DATE 

20011213 



APPLICATION NO. 
US 2001 771529 



US 2003-6713S5 
US 2000-197484P 



US 2001-771529 



DATE 
20010129 



20030926 
20000417 



Bl 20010129 




O 




AB The present invention provides methods and compna . for inhibiting A. beta. 
( .beta . -amyloid peptide) syntheaia and for treating Alzheimer's disease 

by 

administering a tarnesyl transferase inhibitor of the formula I: wherein 

R 

is hydrogen, alkyl, and substituted alkyl ; Ri is hydrogen, Ph, or 
substituted phenyl; and R2 ia hydrogen or benzyl. 
IT l»2ie5-<B-5 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity}; THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(method for treating Alzheimer's disease by inhibiting .beta . -amyloid 
peptide synthesis using farnesyl transferase inhibitors such as 
dihydronaphthalenones) 
RN 192185-68-5 CA 

CN 2 (IH) -Quinolinone, 6 [amino (4 -chlorophenyl )( 1 -methyl IH-imidazol -5- 
yl) methyl) 4 (3 -chlorophenyl) -l-methyl- [9CI} {CA INDEX NAME) 
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COPYRIGHT 2 004 ACS on STN 
136:73 CA 

Farneayl protein transEeraBe inhibitors as targeted 
therapies for hematologic malignancies 
Karp, Judith E. 

Departments of Medicine and Oncology, Greenebaum 
Cancer Center, University of Maryland School of 
Medicine, Baltimore, MD, USA 
Seminars in Hematology (3001), 38(3, suppl . 
7), 16-23 

CODEM: SEHEA3; ISSN: 0037-1963 
W. B. Saunders Co. 
Journal; General Review 
English 

esyl protein transferase inhibitors (FTIs) represent a new 
class of anticancer agents apeciCically targeting aberrant biol . 
processes 

Involved with cellular transformation and malignancy. Originally 
developed to inhibit tumors by preventing activation of oncogenic ras 
genes via suppression of their posttranslational farnesylation, their 
anticancer activity appears to stem from their ability to inhibit 
farnesylation of various proteins that mediate signal transduction, 
growth, 

apoptosis, and angiogeneei s . The safety, biol. activity, clin. response, 
and pharmacokinetics of R115777, a potent, orally active FTI, were 
recently investigated in a phase I dose-ranging study in patients with 
acute leukemias. Patients with acute myeloganous leukemia (ML), acute 
lymphocytic leukemia (ALL) , or chronic myelogenous leukemia (CML) in 
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AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE ; 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB A review. 



blast 



crisis received R115777 ICQ mg, 300 mg, 600 nvg, 900 mg, or 1,200 mg twice 
daily tor 21 days. Cycles were repeated every 28 to 31 days for up to 
four cycles. An overall response rate of 29% (10/34 evaluable patients) 
was obsd. acroaa all R115777 doses. R115777 was well tolerated; common 
adverse events included fatigue, increased creatinine, nausea, and 
neutropenia. Dose limiting toxicity occurred at 1,200 mg twice daily. 
Farnesylation o£ lamin A and HDJ-2, examd. as biol. end points, was 
inhibited by R115777 doses .gtoreq. fiOO mg twice daily. Pharmacokinetic 
evaluation suggests that R115777 is coned, in bone marrow at steady 
:e. 

The biol. and antitumor activity and favorable tolerability of R115777 
support further clin. evaluation alone and in combination therapy in 
hematol. malignancies. 
1921IS-C8-S, R115777 

RI.! ADV (Adverse effect, including toxicity) ; DMA (Drug mechenism of 
action); PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
{Therapeutic use); BIOL (Biological study); USES (Usee) 

(farnesyl protein transferase inhibitors as targeted therapies for 
hematol. malignancies in humans) 
192185-6B-5 CA 

2(iH) Quinolinone, 6- [amino(4-chlorophenyl) (1-methyl -IH-iraidazol -5- 
yl) methyl] -4- {3-chlorophenyl) -1-methyl- [901) (CA INDEX NAME) 
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INVENTOR (S) : 
Robert 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC, NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



135:376782 

Drug combinations for prevention of restenosis 
Kopia, Gregory A.; Llanos, Gerald H.; Falotico, 



Cordis Corporation, USA 

PCT Int. Appl., 30 pp, 

CODEN: PIXXD2 

Patent 

English 

11 



APPLICATION NO. 



WO 20010B7372 



Wi AE, AO, AL, 

CR, CU, CZ, 

HU, ID, IL, 

LU , LV , MA , 

ED, SE, SG, 

ZA, ZW, AM, 

RWs GH, GM, KE, 

DE, DK, ES, 

BJ, CF, CG, 
AU 2001062957 

<- - 

EP 1289576 

R; AT, BE, CH , 

IE, SI, : 
JP 2003533493 
PRIORITY APPLN. INFO. 



Al 20011122 WO 2001-US13780 

AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ 

DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE 

IN, IS. JP, KE, KG 



CA, CH, CN, 
GH, GM, HR, 



MD, MG, MK, MN, MW , MX, 

SI, SK, SL, TJ, TM, TR, 

AZ, BY, KG, K2, MD, RU, 

LS, MW, MZ, SD, SL, SZ , 

FI, FR, GB, GR, IE, IT, 

CI, CM, GA, GN, 



KR, KZ, LC. LK, LR, 
MZ, NO, NZ, PL, PT, RO, RU, 
TT, TZ, UA, UG, UZ, VN, YU, 



A5 



20011126 



AU 2001-629S7 



ZW, AT, BE, CH, CY, 

NL, PT, SE, TR, BP, 

SN, TD, TG 

20010425 

Al 20030312 EP 2001 937196 20010425 

DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
LV, FI, RO, MK, CY, AL, TR 

T2 20031111 JP 2001 583836 20010425 

US 2000-204417P p 20000512 



US 2000 575480P 
US 2000-575480 
WO 2001-US13780 



P 20000S19 
A 20000519 
W 20010425 



The current invention comprises an approach to solving the clin. problem 
of restenosis, which involves the administration of combinations of drugs 
to patients undergoing PTCA or stent implantation. In one embodiment of 
the invention, an antiproliferative agent such as rapamycin, vincristine 
or taxol is administered in combination with the antiinflammatory agent, 
dexamethasone. to patients aystemically, either s.c. or i.v. In another 
embodiment ot the invertion, the antiproliferative and antiinflammatory 
agents are bound in a single formulation to the surface of a stent by 
means of incorporation within either a biodegradable or biostable 
polymeric coating. Alternatively, such drug combinations could be 
incorporated into a stent constructed with a grooved reservoir. Stents 
^were coated with Parylene-C by using a vapor deposition method. The 

was weighed and then mounted for coating. While the stent was rotating a 
Boln. of 1.75 mg/mL poly (ethylene co^vinyl acetate) (PEVA) , 1.75 mg/mL 
poly(Bu methacrylate), 0.75 mg/mL rapamycin and 0.75 mg/mL dexamethasone 
dissolved in THF was sprayed onto it. The coated stent was removed from 
the spray and allowed to air-dry. After a final weighing the amt . of 
coating on the Stent was detd. 
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CA COPYRIGHT 2004 ACS On STN 
135:298316 CA 

Phase I trial of oral R115777 in patienta with 
refractory solid tumore: preliminary rcBUlte 
Hudes, Gary R. ; Schol, Jessie 

Department of Medical Oncology, Fox Chase Cancer 

Center, Philadelphia, PA, USA 

Farneeyltranateraee Inhibitors in Cancer Therapy ( 
3001), 251-254. EdiCor(B): Sebti, Said M. ; 
Hamilton, Andrew D. Humana Press Inc.: Totowa, N. J. 
CODBN: eSBMXX 
Conference 
English 

Several protein farneayltranef erase (FTase) inhibitors (PTl) are 
completing evaluation in Phase I clin. trials. RI115777, an orally 
hioavailable substituted quinone, is among the first FTI to undergo 
evaluation in humane. This chapter BUmmarizes the preliminary reaults of 
a Phase T trial of R115777 administered orally, twice daily {bid) for 21 
consecutive days, conducted at Fox Chase Cancer center. Because 
continuous administration would be preferable for an agent with 
latatic 

rather than cytotoxic properties, a 21-d treatment schedule was selected 
for the second US Phase I trial, with cycles repeated every 28 d. The 
starting dose of R115777 was 60 mg/ m2 or approx 100 tng twice daily. 



NCI Phase I trial. A Bayesian dose escalation design. Escalation with 
overdose Control (EWOC) , provided rules Cor dose escalation or 
de-escalation, depending upon the overall toxicity experience in all 
patients (4) . A total of 22 patienta were enrolled and treated at doses 
ranging from 100 to 800 mg bid. All patients registered participated in 
pharmacokinetic studies. Of the initial 22 patients enrolled, 14 were 
male and 8 were female, with median age of 59 yr (range 35-73 yr) . The 
tumor types represented were colorectal (7 patients) , pancreatic 
carcinoma 

(4 patienta) , nonsmall cell lung cancer (2 patients) , and one patient 

each 

(n - 9) with a variety of other tumors including renal, prostate, 
ealivary 

gland, and hepatocellular cancers. None of these patients experienced 
grade 3 or 4 neutropenia or thrombocytopenia, including two patients 
treated for 7 and 8 cycles, reep., without toxicity. Other toxic effects 
were mild and uncommon. Plasma R115777 concn. data for all 22 patients 
were analyzed using noncompartmental methods. The preliminary findings 



of 



this Phase I trial indicate that R115777 can be administered safely for 

consecutive days at doses that produce plasma concns , capable of 
inhibiting FTase. The wide interpatient pharmacokinetic variability of 
R115777 is similar to that obsd. with other orally administered agents. 
Fatigue, nausea, and diarrhea were common, but usually mild. Rash, 
creatinine elevation, and hyperbilirubinemia were sporadic, reversible 
toxicities. Considering all the Phase I trials together, the clin. 
toxicity of R115777 in humans has mirrored the preclin. toxicity profile 
in dogs. Phase II studies employing the 21-d, bid schedule of R115777 in 
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192185-«8-5, R115777 

RL: ADV {Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse) ; BPR (Biological process) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) j BIOL (Biological study} ; 

(Process); USES (Uses) 

(oral R115777 in humans with refractory solid tumors) 
192185-68-5 CA 

2(1H) -Quinolinone, 6- [amino(4 chlorophenyl) (1 methyl-lH-imidaiol-5- 
yl) methyl] -4- {3-chlorophenyl) -1-methyl ■ (9CI) (CA INDEX NAME) 
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135:22127S 

Farnesyl protein transferase inhibitor combinations 
with an HER2 antibody 

Horak, Ivan David; Bowden, Christopher j. 

Jansaen Pharmaceutica N.v. , Belg. 

PCT Int. Appl., 40 pp. 

CODENj PIXXD2 

Patent 

English 



PATENT NO. 

MO 2001064246 

WO 2001064246 

W: AE, AG, AL, 

CR, CU, CZ, 

HU, ID, IL, 

LU, LV, MA, 

SD, SE, SG, 

YU, ZA. ZW, 

RW: GH, CM, KE, 

DE, DK, ES, 

BJ, CP, CG, 
EP 1267929 

R: AT, BE, CH, 

IE, SI, LT, 
JP 2003525252 
US 2003022918 
PRIORITY APPLN. INFO.: 



AT, AU, AZ, 

DK, DM, DZ, 
KE, 



APPLICATION NO. 



WO 2001-EP2163 



BA, BB, BO, 

EE, ES, FT, 

KP, KR, 



MD, MG, MK, MN, MW, MX, MZ 



SK, SL, TJ, 
AZ , BY , KG , 
MW, MZ, SD, 
FR, GB, GR, 
CM, GA, GN, 
20030102 
DK, ES, FR, 
FI, RO, MK, 
20030826 
20030130 



TM, TR, TT, 
KZ, MD, RU, 
SL, SZ, TZ, 
IE, IT, LU, 
GW, ML, MR, 

EP 2001 
GB, GR, IT, 
CY, AL, TR 
JP 3001- 
U5 2002- 
EP 2000- 



BR, BY, 

GB, CD, 

KZ, LC, 

NO, NZ, 

TZ, UA, 

TJ, TM 

UG , ZW , 

MC, NL, 

NE, SN, 
927707 

H, LU, 

563143 
220217 
200692 



WO 2001 EP2163 



BZ, CA, CH, CN, 

GE, GH, GM, HR, 

LK, LR, LS, LT, 

PL, PT, RO, RU, 

UG, US, UZ, VN, 

AT, BE, CH, CY, 
PT, SE, TR, BF, 
TD, TG 

20010226 
NL, SE. MC, PT, 

20010226 
20020828 
A 20000229 
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AB The present invention is concerned with combinations of a farnesyl 

transferase inhibitor and an HEH2 antibody tor inhibiting the growth of 
tumor cells and useful in the treatment of cancer. An exan^le farnesyl 
transferase inhibitor Is I. 
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PATENT INFORMATIONS 



PATENT NO. 



^ COPYRIGHT 2 004 ACS on STN 
135:221274 CA 

FarneByl protein trarmferaBe inhibitor combinatione 

anticancer agents 

Rybak, Mary Ellen Margaret 

Janaaen Pharmaceutics N.V. , Belg . 

PCT Int. Appl. , 41 pp. 

COOEN : PIXXD2 

Patent 

English 



APPLICATION NO, 
WO 2001-EP2169 



L7 ANSWER 10 OF 40 CA COPYRIGHT 2004 ACS on STN (Continued) 



2001064218 




A2 




20010907 


2001064216 




A3 




20020321 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


CR, 


CU. 


cz. 


DE, 


DK, 


DM, DZ, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, KE, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, MN, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, TJ, 




ZA, 


ZW, 


AM, 


AZ, 


BY, KG, 


RW: GH, 


GM, 


KE, 


LS, 


MW, 
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DB, 


DK, 


ES, 


FI, 


FR, 


GB, GR, 


BJ, 


CP, 


CG, 


CI, 


CM, 


GA, GN, 


1261342 






A2 




20021204 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, PR, 


IE, 


SI , 


LT, 


LV, 




RO, MK, 


2003525245 




T2 




20030826 


200312S326 




Al 




20030703 



PRIORITY APPLN. INFO. 



BA, BB, BG, 
EE, ES, FI, 
KG, KP, KR, 
MW, MX, MZ, 
TM, TR, TT, 
KZ, MD, RU, 
SL, SZ, TZ, 
IE, IT, LU, 
OW, ML, MR, 
EP 2001- 
GB, GR, IT, 
CY, AL, TR 
JP 2001 
US 2002 
EP 2000 



BR, BY, 

GB, CD, 

KZ, LC, 

NO, NZ, 

TZ, UA, 

TJ, TM 

UG, ZW, 

MC, NL, 

NE, SN, 
925358 

LI, LU, 

563115 
220218 
200693 



BZ, 


CA, 


CH, 


CN, 


GE, 


GH, 


OM, 


KR, 


LK, 


LR, 


LS, 


LT, 


PL, 


PT, 


RO, 


RU, 


UG, 


US, 


UZ, 


VN, 


AT, 


BE, 


CH, 


CY, 


PT, 


SE, 


TR, 


BF, 


TD, 


TG 








20010226 


NL, 


S£, 


MC, 


PT, 



20010226 

20020828 
20000229 



WO 2001-EP2169 



W 20010226 
OTHER SOURCE (S) : MARPAT 135J221274 

AB The present invention La concerned with corabinatione of two or more 

farnesyl tranaEeraae Inhibitors (Markush Btructurea given) for inhibiting 
the growth of tumor cella and useful in the treatment of cancer (no 

data) . 

IT 193185-51-6 

RLj BAC (Biological activity or effector, except adverse) ; BSU 
(Biological 

study, unclassified); THU (Therapeutic use); BIOL (Biological study), 
USES ' 
(Uses) 

(farnesyl protein transferase inhibitor combinations as anticancer 

agents) 
RN 192185 51-6 CA 
CN 2 (IH) -Quinolinone, 

4- {3-chlorophenyl) -6- [ {4 -chlorophenyl) hydroxy (1 -methyl - 

lH-imidazol-5-yl) methyl] 1 methyl- {9CI) (CA INDEX NAME) 
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SOURCE: 
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LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



L COPYRIGHT 2004 ACS on STN 
135:221273 CA 

Farnesyl protein transferase inhibitor combinations 

with anti tumor alkylating agents 

Rybak, Mary Ellen Margaret 

Janssen Pharmaceutica N.V. , Belg. 

PCT Int. Appl., 41 pp. 

CODEN: PIXXD2 

Patent 

English 
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WO 2001064217 

WO 2001064217 

W: AE, AO, AL. 

CR, CU, C2, 
HU, ID, IL, 
LU , LV , MA , 
SD, SE, SG, 
YU, ZA, ZW, 
RW: GH, GM, KE, 
DE, DK, ES. 
BJ, CF, CG, 
EP 1261348 

R: AT, BE, CH, 
IE, SI, LT, 
JP 2003525244 
US 2003078281 
PRIORITY APPLN. INFO. t 



A3 20020328 

AM, AT, AU, AZ, 

DE, DK, DM, DZ, 

IN, IS, JP, KE, 

MD, HG, MK, MN, 

SI, SK, SL, TJ, 

AM, AZ, BY, KG, 

LS, MW, MZ, SD, 

FI, FR, GB, GR, 

CI, CM, GA, GN, 

A2 20021204 

DE, DK, ES, FR, 

LV, FI, RO, MK, 

T2 2003082€ 

Al 20030424 



APPLICATION NO. 



WO 2001-EP216e 



BA, BB, BG 

EE, ES, PI 
KG, KP, KR 
MW, MX, MZ, 
TM, TR, TT, 
KZ, MD, RU, 
SL, SZ, TZ, 
IE, IT, LU, 
GW, ML, MR, 
EP 2001- 
GB, GR, IT, 
CY, AL, TR 
JP 2001- 
US 2002- 
BP 2000- 



BR, 


BY, 


BZ, 


CA, 


CH, 


CN 


GB, 


GD, 


GE, 


GH, 


GM, 


HR 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN 


TJ, 


TM 










UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


NE, 


SN, 


TD, 


TG 






907564 




20010226 


LI, 


LU, 


NL, 


SE, 


MC, 


PT, 



S63114 
220220 
200691 



20010226 
20020828 
A 20000229 

W 20010226 

OTHER SOURCE (S) : MARPAT 135 : 221273 

AB The present invention is concerned with combinations of a farnesyl 
transferase inhibitor and an anti -tumor alkylating agent (Markush 
atructuree given) for inhibiting the growth of tumor cells and useful ii 
the treatment o£ cancer (no data) . 

IT 193105-91'C 

RL: BAC {Biological activity or effector, 

(Biological 

study, unclassified); THU {Therapeutic use); BIOL (Biological study); 

USES 

(Uses) 

(farnesyl protein transferase inhibitor combinations with anti-tumor 

alkylating agents) 
RN 192185-51-6 CA 
CN 2 (IH) -Quinolinone, 

4 - {3 -chlorophenyl) -6- [ ( 4 -chlorophenyl ) hydroxy (1 -methyl - 

iH-imidazol -S-yl) methyl] -1-methyl (9CI) (CA INDEX NAME) 



WO 2001-EP2168 



except adverse) ; BSU 
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Farneayl protein tranaferase inhibitor combinations 

with antitumor podophyllotoxin derivatives 

Rybak, Mary Ellen Margaret 

Janasen Pharmaceutica N.V., Belg. 

PCT Int . Appl . , 4 0 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 






KIND 


DATE 


APPLICATION NO. 




DATE 


WO 2001064198 




A2 




20010907 


WO 2Q01-EP2167 




20010226 


WO 2001064198 




A3 




20020321 








W: AE, 


AO, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, BB, BG, BR, BY, 


BZ, 


CA, CH, CN 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, DZ, 


EE, ES, FI, GB, GD, 


GE, 


GH, GM, HR 


HU, 


ID, 


11-, 


IN, 


IS, 


JP, KE, 


KG, KP, KR. XZ, LC, 


LK, 


LR, LS, LT 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, MN, 


MW, MX, MZ, NO, NZ, 


PL, 


PT, RO, RU 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, TJ, 


TM, TR, TT, TZ, UA, 


UG, 


US, UZ, VN 


YU, 


ZA, 


ZW, 
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BY , KG , 


KZ, MD, RU, TJ, TM 




RW: GH, 


GM, 


KE, 


LS, 


MW, 
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BE, CH, CY, 


DE, 


DK, 


ES, 
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A2 
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IE, 


SI , 
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CY, AL, TR 






JP 200352523B 
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20030836 


JP 2001-563095 




20010226 


. US 2003050323 




Al 




20030313 


US 2002-220216 




20020828 


PRIORITY APPLN. 


INFO 










BP 2000-20069S 


A 


20000229 














WO 2001-EP2167 


W 


20010226 



OTHER SOURCE (S) : 



MARPAT 135:221271 
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3 The present invention is concerned with combinations of a farnesyl 
transferase inhibitor and an antitumor podophyllotoxin deriv. for 
inhibiting the growth o£ tumor cells and useful in the treatment oE 
cancer. An example farnesyl transferase inhibitor is I and 
podophyllotoxin deriv. is etopoaide 
r 1931IS-51-6 

RL: THU (Therapeutic use); aiOL (Biological study); USES (Uses) 

(farnesyl protein transferaae inhibitor combinations with antitumor 
podophyllotoxin derive.) 
J 192185-51-6 CA 
i 2 (IH) -Quinolinone, 

■ t3-chlorophenyl) -6- [ (4 -chlorophenyl) hydroxy (1 -methyl - 

IHitnidazol-S-yl) methyl I -1-methyl- (9CI) (CA INDEX NAME) 
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SOURCE; 
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PATENT 
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KIND 


DATE 
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2001064196 




A2 




20010907 


WO 


2001064196 




A3 




20020321 




W: 


AE, 


AG, 


AL, 


M4, 


AT, 


AU, AZ, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, DZ, 






HU, 


ID, 


IL, 


IN, 


IS, 


JP, KE, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, MN, 






SD, 


SE, 


SG, 


SI , 


SK, 


SL, TJ, 






YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, KG, 




RW: 


GH, 


CM, 


KE, 


LS, 


MW, 


MZ, SD, 






DE, 


DK, 


ES, 


PI , 


FR, 


GB, GR, 






BJ, 


CF, 


CG, 


CI, 


CM, 


GA, GN, 


EP 


1263437 






A2 




20021211 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 






IE, 


SI, 


LT, 


LV, 


Fl. 


RO, MK, 


JP 


2003525236 




T2 




20030626 


US 


200306 0480 




Al 




20030327 



135:221270 CA 
Farnesyl protein transferase inhibitor combinations 
with Vinca aDcaloids 

Horak, Ivan David; Bowden, Christopher j. 

Janssen Pharmaceutics N.V., Belg. 

PCT Int. Appl . , 40 pp. 

CODEN: PIXXD2 

Patent 

English 



APPLICATION NO, 



L7 



(Continued) 



WO 2001~EP2165 



PRIORITY APPLN. INFO.: 



OTHER SOURCE (S) 



BA, BB, BG, 

EE, ES, FI, 

KG, KP, KR, 



TM, TR, TT, 
KZ, MD, RU, 
SL, SZ, TZ, 
IE, IT, LU, 
GW, ML, MR, 
EP 2001 
OB, OR, IT, 
CY, AL, TR 
JP 2001- 
US 2002- 
EP 2000 



BR, BY, 

GB, GD, 

KZ, LC, 

NO, NZ, 

TZ, UA, 

TJ, TM 

UG, ZW, 

MC, NL, 

NE, SN, 
915297 

LI. LU, 

563 093 
220398 
200698 



WO 2001-EP2165 



BZ, CA, CH, CN, 

GE, GH, GM, HR, 

LK, LR, LS, LT, 

PL, PT. RO, RU, 

UG, US, UZ, VN, 

AT, BE, CH, CY, 
PT, SE, TR, BP, 
TD, TG 

20010226 
NL, SE, MC, PT, 

S0010226 
20020828 
A 20000229 

W 20010226 



RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(farnesyl protein tranaferase inhibitor combinations with Vinca 
alkaloids) 
RN 1921B5-51-6 CA 
CN 2 (IH) -Quinolinone, 

4- (3-chlorophenyl) -6- [ (4 -chlorophenyl) hydroxy (1 -methyl - 

lH-imidazoX-5-yl) methyl ) -l-methyl- (9C1) (CA INDEX NAME) 




MARPAT 135:221270 




The present invention is concerned with combinations of a farnesyl 
transferase inhibitor and a Vinca alkaloid for inhibiting the growth of 
tumor cells and useful in the treatment of cancer. An example farnesyl 
transferase inhibitor is I and alJcaloid ia vinblastine. 
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JP 2003525235 
US 2003186925 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 



20010907 

20020321 
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DK, ES. FR, 
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20030826 
20031002 



APPLICATION NO, 



WO 2001-EP2164 



BA, 
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ES, 


PI, 
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GD, 


GE, 


GH, 
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HR, 


KG, 


KP, 


KR, 


KZ, 
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LK, 


LR, 


LS, 


LT, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PI', 


PT, 


RO, 


RU, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


KZ, 


MD, 


RU, 


TJ, 


TM 
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TZ, 
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ZW, 
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IT, 
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PT, 
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TR, 
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NE, 


SN, 


TD, 


TG 








EP 2001- 


929363 




20010226 


GB, 


OH, 


IT, 


n. 


LU, 


NL, 


SE, 


MC, 


PT, 


CY, 


AL, 


TR 















JP 2001- 
US 2002 
EP 2000- 



563092 
220395 
200697 



WO 2001 EP2ie4 



20010226 
2002082B 
A 20000229 

W 20010226 
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AB The present invention is concerned with combinations o£ a farnesyl 

^hn^o^irr.J"?'''""'"' antitumor nucleoside deriv. for inhibiting 

the growth of tumor cells and useful in the treatment o£ cancer. An 
5-?rSoroJr."i?^ transferase inhibitor is I and nucleoside deriv. is 
IT lfai85>51-6 

RL: THU {Therapeutic use); aiOL (Biological study); USES (Uses) 

{farnesyl protein transferase inhibitor combinations with antitumor 
nucleoside derivs . ) 
RN 192185-51-6 CA 
CN 2 (iH) -Quinolinone, 

4- t3 chlorophenyl) -6- [{4-chlorophenyl)hydroxy (i-methyl- 
lH-imidazol 5-yl)methyll 1-methyl- Oci) (CA INDEX NAME) 
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Farnesyl protein transferase inhibitor combinations 

with camptothecin compounds 

Palmer, Peter Albert; Horak, Ivan David 

Janssen Pharmaceutica N.V., Belg. 

PCT Int. Appl,, 39 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



MO 2001064194 A2 

WO 2001064194 A3 

W: AE, AG, AL, AM, 

CR, CU, C7, DE, 

HU, ID, IL, IN, 

LU, LV, MA, MD, 

SD, SE, SG, £1, 



APPLICATION NO. 



20010907 WO 2001-EP2161 



20020307 
AT, AU, AZ, BA, 
DK, DM, DZ, EE, 
IS, JP, KE, KG, 
MG, MK, MN, MW, 
SL, TJ, TM, 



YU, ZA, ZW, AM, AZ, BY, KG, KZ, 
RW: GH, GM, KE, LS , MW, MZ, SD, Sl' 
DE, DK, ES, FI, FR, GB, GR, IE, 



BJ, CF, CG, 
RP 1261341 

R: AT, BE, CH, 
IB, SI, LT, 
JP 2003525234 
US 2003100553 
PRIORITY APPLN. INFO. : 



CM, GA, GN, GW, 

20021204 
DK, ES, FR, GB, 
FI, RO, MK, CY, 

20030826 

20030529 



BB, BG 
ES, FI 
KP, KR 
MX, MZ 
TR, TT, 
MD, RU 
SZ, TZ, 
IT, LU, 
ML, MR, 
BP 2001 
GR, IT, 
AL, TR 
JP 2001- 
US 2002- 
EP 2000- 



BR, BY, BZ, CA, CH, CN, 
GB, GD, GE, GH, GM, HR, 
KZ, LC, LK, LR, LS, LT, 



PL, PT, 
UG, US, UZ, 



VN, 



NE, SN, 
911702 
LI, LU, 

563091 
220399 
200686 



WO 2D01'EP2161 



AT, BE, CH, CY, 
PT, SE, TR, BP, 
TD, TG 

20010226 
NL, SE, MC, PT, 

20010226 
20020828 
A 20000229 

W 20010226 



OTHER SOURCE (S) : 



MARPAT 135:221268 
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^^IT.^ Yf^* inhibitor is 1 and example camptothecin compd. is topotecan. 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(farnesyl protein transferase inhibitor combinations with camptothecin 
compds . ) 
RN 192185-51-6 CA 
CN 2 (IH) -Quinolinone, 

4- (3 -chlorophenyl) -6- [ (4 chlorophenyl) hydroxy (1 -methyl - 

IH- imidazol -5 yl) methyl ] -i-methyl- (9CI) (CA INDEX NAME) 





AB The present invention is concerned with combinations of a farnesyl 

transferase inhibitor and a camptothecin compd. for inhibiting the growth 
of tumor cells and useful in the treatment of cancer. An example 

farnesyl 
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Farnesyl protein transferase inhibitor combinations 

(imidazol-5-yl)methyi-2-quinolinonea with anticancer 
agents 

Palmer, Peter Albert; Horak, Ivan David 

Janaaen Pharmaceutica N.V., Belg. 

PCT Int . Appl, , 4 9 pp. 

COOEN: PIXXD2 

Patent 

English 



APPLICATION NO. 
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WO 2001064252 

WO 2001064252 

W; AE, AG, AL, 
CH, CU, CZ, 
HU, ID, XL, 
liU, LV, MA, 
SD, SE, SG, 
YU, ZA, ZW, 
RW! GH, CM, KE, 
DB, DK, ES, 
BJ, CF, CG, 
EP 1261374 

R: AT, BE, CH, 
IB, SI, LT, 
JP 2003625255 
US 2003212008 
PRIORITY APPLN. INFO. : 



20010907 WO 2001-EP2162 



20020321 
AT. AU, AZ, 
DK, DM, DZ, 
IS, JP, KE, 
MG, MK, MN, 
SK, SL, TJ, 
AZ, BY. KG, 
MW, M2, SD, 
FR, GB, GR, 
CM, GA, GN, 
20021204 
DK, ES, FR, 
FI, HO, MK, 
20030S26 
20031113 



BA, BB, BG, 
EE, ES, FI, 
KG, KP, KR, 
MW, MX, MZ, 
TM, TR, TT, 
KZ, MD, RU, 
SL, SZ, TZ, 
IE, IT, LU, 
GW, ML, MR, 
EP 2001- 
GB, GR, IT, 
CY, AL, TR 
JP 2001 
US 2002 
EP 3000 



BR, BY, 

GB, GD, 

KZ, LC, 

NO, NZ, 

TZ, UA, 

TJ, TM 

UG , ZW , 

MC, NL, 

NE, SN, 
917032 

hi, LU, 

563149 
220219 
200694 



WO 2001-EP2162 



GE, GH, GM, HR, 

LK, LR, LS, LT, 

PL, PT, RO, RU, 

UG, US, UZ, VN, 

AT, BB, CH, CY, 
PT, SE, TR, BF, 
TD, TG 

20010226 
NL, SE, MC, PT, 

20010226 
20030828 
A 20000229 

W 20010226 



MARPAT 135:216007 



OTHER SOURCE (S) 

AH The present invention ie concerned with combinatione at a farneeyl 
transferase inhibitor, e.g., ( imidazol - 5 -yl) methyl -2-auinolinoneB . 



yl) methyl- 2 -quinolinoncB, and 2 

or more anticancer agents tor inhibiting the growth of tumor cells and 
uaetul xn the treatment of cancer. The anticancer agents can be aelected 
from, e.g., taxanee, vinca alkaloids, podophyllotoxins 
19318S-51-C 



RL: THU (Therapeutic use); BIOL (Biological etudy) ; USES (Uses) 
(farneayl protein transferase inhibitor combinationa of 
(imidazolyl)methylquinolinoneB with anticancer agenta) 
RN 192185-51-6 CA 
CN 2 (IH) -Quinolinone, 

4- (3-chlorophenyl) -6- [ {4-chlorophenyl) hydroxy (l-methyl- 

IH- imidazol -5 yl) methyl] -1-methyl- (9CI) (CA INDEX NAME) 
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OTHER SOURCE (S): MARPAT 135:216005 

AB The present invention ie concerned with combinationa of a farneayl 

transferase inhibitor, e.g., ( imidazol- 5 -yl) methyl -2 -quinolinones, and < 
the P compd. for inhibiting the growth of tumor cells and useful in 

treatment of cancer. 
IT 192185-51-6 

RL: THU (Therapeutic use); BIOL (Biological study); Uses (Uses) 

(farnesyl protein transferase inhibitor combinations with platinum 
compds . ae anticancer agents) 
RN 192135 51-6 CA 
CN 2 (IH) -Quinolinone, 

4- (3-chlorophenyl) -6- [ (4 -chlorophenyl) hydroxy (1-methyl - 

IH imidazol-5-yl)methylI i-methyl- (9CT) (CA INDEX NAME) 




Page 10 



10/715,794 



L7 ANSWER la OP 40 CA COPYRIGHT 2004 ACS on CTM 
ACCESSION NUMBER: 135:216000 CA 

Farnesyl profcein transferase inhibitor combinations 



L7 ANSWER 18 OF 40 CA COPYRIGHT 



2004 ACS on STN (Continued) 



INVENTOR (S) : 
PATENT ASSIGNEE {S) : 
SOURCE : 

DOCtWBNT TYPE! 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT 


NO. 






KIND DATE 


ViO 


2001064199 




A2 


20010907 


WO 


2001064199 




A3 


20011227 




W: 


AE, 


AG, 


AL, 


AM, 


AT, AU, AZ, 






CR, 


cu, 


CZ, 


DE, 


DK, DM, DZ, 






HU, 


ID, 


IL, 


IN, 


IS, JP, KE, 






LU, 


LV, 


MA, 


MD, 


MG, MK, MN, 






SD, 


SE, 


SG, 


SI, 


SK, SL, TJ, 






YU, 


ZA, 


ZW, 


AM, 


AZ, BY, KG, 




RW: 


GH, 


GM, 


KB, 


I>S, 


MW, MZ, SD, 






DE. 


DK, 


ES, 


FI, 


FR, GB, GR, 






BJ, 


CF, 


CO, 


CI, 


CM, GA, GN, 


EP 


1265611 






A2 


20021218 




R : 


AT, 


BE, 


CH, 


DE, 


DK, ES, FR, 






IE, 


SI, 


LT, 


LV, 


FI, RO, MK, 


JP 


2003525239 




T2 


20030826 


US 


2003181473 




Al 


20030925 
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anticancer agenta 
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OTHER SOURCE{S): MARPAT 135:216000 

AB The present invention is concerned with combinations of a farneByl 
transteraae inhibitor, e.g., (imidazol - 5-yl) methyl -2 quinolinonea, i 
taxane for inhibiting the growth o£ tumor cells and useful in the 
treatment of cancer. The farneayl transferaae inhibitor is 

advantageoualy 



IT 



IMiasVlT*^ *^ 0.0001-100 mg/kg and the taxane at 50-400 mg. 



as anticancer agents) 



RL: THU (Therapeutic uae) ; BIOL (Biological study); USES (Uaes) 
(farnesyl protein transferase inhibitor combinations of 
(iitiidazolyl) methylquinolinones with taxanes as 
RN 192185-51-6 CA 
CN 2(lH}-Quinolinone, 

4- (3-chlorophenyl) -6- [ (4 -chlorophenyl } hydroxy (l-methyl 

lH-imidazol-5-yl) methyl) -1 -methyl - (9CI) (CA INDEX NAME) 
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OTHER SOURCE (S) : 

AB The present invention is concerned with combinations of a farnesyl 
transferase inhibitor, (imidazol-5-yl ) methyl -2 -quinolinones, and an 
anthracycline deriv. for inhibiting the growth of tumor cella and useful 
in the treatment of cancer. The farneayl transferase inhibitor is 
advantageously administered at 0.0001-100 mg/Xg and the taxane at 10-75 
mg. 

IT 192185-51-6 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

( farnesyl protein transferase inhibitor combinations with antitumor 

anthracycline derivs . ) 
RN 192185-51-6 CA 
CN 2{1H) -Quinolinone, 

4- (3-chlorophenyl) -6- [ (4 -chlorophenyl ) hydroxy (1 -methyl - 

lH-imidazol-5-yl)methyl] -1-methyl- (9CI) (CA INDEX NAME) 
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Magnetic resonance detecte changes in phoaphocholine 
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3T3 cells 
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Cancer Research Campaign (CRC) Clinical Magnetic 
Resonance Research Group, Institute ot Cancer 
Research, Royal Marsden Hoepital, Sutton, SM2 5PT 
Bx-itish Journal of Cancer (3001), 84 (5), 
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CODEN: BJCAAI; ISSN; 0007-0920 
Harcourt Publishers Ltd. 
Journal 

English 

Ras ia trequently mutated in cancer, and novel therapies are being 
developed to target Ras signalling. To identify non invasive surrogate 
markers of Ras activation and inhibition, the authors used 3 IP magnetic 
resonance speetroecopy (MRS) and investigated NIH 3T3 cells compared to a 
mutant ras trans Eected counterpart. The MR spectra indicated that 
phosphocholine (PC) levels increased significantly from 3 .+-. 2 Cmol 
NIH 3T3 cells to 13 .+-. 4 fmol cell-1 in the transfected 



PUBLISHER; 
DOCUMENT TYPE 
LANGUAGE : 



cell 



The PC/NTP ratio increased significantly from 0.3 
0.3. This could not be explained by either a fast 



•- . 0.1 to 0.7 

■ proliferation 



cell cycle distribution. Both cell lines were treated 
17 AAG and R115777, agentB which inhibit Raa 



by alterations in 

with simvastatin, 
signalling. 

Cell proliferation was inhibited in both cell lines. The spectrum of NIH 
3T3 cells was not affected by treatment. In contrast, in the ras 
transfected cells growth inhibition was aasocd. with an av. 35 .+-, 5% 
drop in PC levels and a comparable drop in PC/NTP. Thus the MRS visible 
increase in phosphocholine is assocd. with Ras activation, and response 

treatment ia assocd. with partial reversal of phosphocholine increase in 
ras transfected cell.. MRS might therefore be a useful tool in detecting 
Ras activation and its inhibition following targeted theraoiea 

IT 19ai85-Ca-S, R115777 = = f • 

RLj bag (Biological activity or effector, except adverse) ; BSU 

{Biological 

USES ; THU {Therapeutic use); BIOL (Biological study); 

(Uses) 

(antitumor effect on phosphocholine SBSOcd. with ras activation and 
inhibition in NIH 3T3 cells detected by 31P-NMR) 

RN 192185 58-5 CA 

CN 2(IH) -Quinolinone, 6- {amino (4-chlorophenyl) ( 1 -methyl -iH-imidazol -5- 
yl)methyl]-4 (3-chlorophenyl)i -methyl- (9CI) (CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 135:205526 

AB The present invention relates to a method of treating mammalian tumors 
which comprises administering a single dose of a farnesyl protein 
transferase (FPT) inhibitor over a one to five day period. The invention 
also relates to an antitumor dosage regimen in which suppression of tumor 
growth 18 achieved by the administration of an FPT inhibitor over a one 

five day period followed by at least two weeks without treatment. The 
transient one to five day exposure of mammalian tumors to an FPT 
inhibitor 

produces sustained antitumor effects. The inhibition of FPT by a fpt 
inhibitor under the method and regimen of the present invention produces 
lasting alterations in the malignant process which recover oniv verv 
slowly. ' ' 

IT 1931B5-51-6 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 

USES ""<=^assified) ; THU (Therapeutic use) ; BIOL (Biological study) ; 

(Uses) 

(treatment of mammalian tumors with farnesyl protein transferase 
inhibitors and dosing regimen) 
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RN 




Page 12 



10/715,794 



L7 ANSWER 22 OF 40 CA COPYRIGHT 2004 ACS on STN 
ACCESSION NUMBER: 135:162212 CA 

■"■TLE: Clinical and biologic activity of the 
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AUTHOR(S): Karp, Judith E . ; Lancet, Jeffrey E., KauEmann. Scott 

H.; End, David W.; Wright, John J.; Bol, Keea; Horak, 
Ivan; Tidwell. Michael L. ,- Lieaveld, Jane; Kottke, 
Timothy J.; Ange, Dawn; Buddharaju, Laxmi ; Gojo, 
Ivana; Highamith, W. Edward; Belly, Robert T.; Hohl, 
Raymond J.; Rybak, Mary Ellen; Thibault, Alain; 
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Baltimore. MD, 21201, USA 
Blood (3001), 97(11), 3361-3369 
CODEN; BLOCAW; ISSN: 0006-4971 
American Society of Hematology 
Journal 
Engliah 

a non-peptidomimetic enayme-specific inhibitor of farneayl 
protein transferase (FT} that was developed ae a potential inhibitor of 
Ras protein signaling, with antitu-nor activity in preclin. models. Thi. 
with ""^^ ^ ^ ^ """^'^ °^ orally administered R115777 in 35 adulte 

poor-risk acute leukemias. Cohorts of patients received R11S777 at doaes 
ranging from 100 mg twice daily (bid) to 1200 mg bid for up to 21 days. 
Dose-limiting toxicity occurred at 1200 mg bid, with central 
neurotoxicity 

evidenced by ataxia, confusion, and dysarthria. Non-doae-limiting 

ncluded reversible nausea, renal insufficiency, polydipsia, 

and myeloBuppreasion. R11S777 inhibited FT activity at 300 
neaylation of FT substrates lamin A and HDJ-2 at 600 mg 



CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB R115777 i 



paresthesias 
mg bid and fa 



Extracellular signal - regulated kinase (ERK) , an effector enzyme of 
Ras-mediated signaling, was detected in its phosphorylated (activated) 
form xn 8 (36.4k) of 22 pretreatment marrowa and became undetectable in 4 
o£ thoae 8 after one cycle of treatment. Pharmacokinetica revealed a 
linear relationship between dose and max. plasma concn. or area under the 
curve over 12 h at all dose levels. Weekly marrow samples demonstrated 
that R115777 accumulated in bone marrow in a doee-dependent fashion, with 
large increases in marrow drug levels beginning at 600 mg bid and With 
,r,-H throughout drug adminiatration . Clin, reaponses 

in 10 (29%) of the 34 evaluable patients, including 2 complete 
reraiflsionB. *^ 

Genomic analyses failed to detect N-raa gene mutationa in any of the 3 5 
leukemias. The results ot this first clin. trial of a aignal 

transduction 

inhibitor in patients with acute leukemias suggest that inhibitors of FT 
may have important clin. antileukemic activity. 
IT 19ai85-S«-5, R115777 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse) ; BPR (Biological process) ; BSU (Biological 
study, unclassified) j THU (Therapeutic use) ; BIOL (Biological study) • 
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cancer . 

IT 192185-51-6 

RL; BAC (Biological activity or effector, except adverse) : BSU 
(Biological 

USES ; TH" (Therapeutic use); BIOL (Biological study); 

(Uses) 

(farnesyl protein transferase inhibitors for treating breast cancer) 

RN 1921S5-51 6 CA 
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AB The invention relates to the compd. (+) -fi- [amino (6 chloropyridin-3 yl) (3- 

""''*'^i.",?n"J"'^*^f °^ 4-yljmethyl] (3-chlorophenyl) -1-cyclopropylmethyl-lH- 
quinolin-2-one [(+)-!], pharmaceutical ly acceptable salts and solvates 
thereof, prodrugs thereof, and to the uae of U)-I for inhibitinq 

abnormal ^ 

cell growth including cancer, in mammals. The invention also relates to 
methods useful in synthesizing (+)-l. These include reaoln. of {+-)-! 
by chiral sepn., or alternatively resoln. of racemic 

N- (substituted) benzyl 

or N- (substituted) benzyl idene derive, of l using chiral sepn . , followed 

deprotection of the {+)-I derivs. (+) -i is a more potent inhibitor of 
Earnesyl protein transferase (FTaae) than ( )-I. For instance, the 
NM4-methoxybenzylidene) deriv. of I was prepd. in 3 steps and resolved 

H PLC on CHIRALCEL.RTM. OD with >99% optical purity for both (+} - and 
(-} -isomers. Cleavage of the (-) -isomer with aq. HCl in THF gave {+)-l 

hfohwJ^'fviv^^o^""^ inhibited farnesylation of 

biotinylated KTKCVIS-peptide by human FTase in vitro with an IC50 value 

less than 500 nM. 
IT 288391-S6-0P 

RL: RCT (Reactant); SPM (Synthetic preparation); PREP (Preparation); RacT 
(Reactant or reagent) 

(intermediate; prepn. and resoln. of 
[amino (chloropyridinyl ) (methylimid 

a zolyl) methyl) (chlorophenyl ) (cyclopropylmethyl ) quinolinone enantiomer 
as anticancer agent) 
RN 288391-56-0 CA 

CH 2 (IH) -Quinolinone. 6- [amino (fi-ehloro 3 pyridinyl) {i-methyl-lH-imidazol-S- 
yDmethylJ -4- (3-chlorophenyl} - OCI) (CA INDEX NAME) 
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A dose of 3 00 mg b.i.d. 



patients with advanced solid tumors 
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Seifert, W. p.; Wagener, D. J. Th 
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Lippincott Williams & WilJcins 
Journal 
English 

AB R115777 is a novel selective inhibitor of farneayl transferase, an enzyme 
that IS involved in the proliferation of the malignant cell type. This 
study was designed to det. the toxicity, maximal tolerated dose and 
pharmacokinetics of R115777 when given orally b.i.d. for 28 days followed 
by 1-2 wk of rest. Patients with advanced solid tumors for whnm no std . 

H115777*''*^^ '"^^ available could enter the study. The starting dose ot 

was 2 00 mg/dose and inter- as well as intra -patient dose escalations were 

study^*"" "^^^^ increments of 100 mg/dose. Nine patients entered the 

and received in total 23 treatment cycles, 
proved 

feasible with grade 4 neutropenia occurring in one of six patients who 
completed the first treatment cycle. Other toxicities were infrequent. 
Pharmacokinetic anal, demonstrated that peak plasma concns . of 881 +- 

obsd "'''^ "9/"^ reached within 15 h. No accumulation of R115777 was 

over a 28 day period. The study was terminated based on these results 

higher"^* '''' ''^^^ observation from a related phase I study in which 

doses of R115777 were assocd. with the frequent occurrence of grade 3-4 
myelosuppression. We conclude that the recommended dose of H115777 given 
for 28 days followed by 12 wk of rest is 300 mg b.i.d. Myelosuppression 
IS the dose-limiting toxicity 

IT 152185-68-5, R115777 

RL: BAC (Biological activity or effector, except adverse); BPR 
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process); Bsu (Biological study, unclassified); THU (Therapeutic use) • 
BIOL (Biological study); proc (Process); USES (Uses) 

(pharmacokinetics .of the farneeyl transferase inhibitor R115777 in 
patients with advanced solid tumors) 
RN 192185-68-5 CA 

CN 2{1H) -Quinolinone. 6- (amino (4 -chlorophenyl) (l-methyl-lH-imidazol -5- 
yl) methyl] -4- (3 -chlorophenyl) -1 -methyl- (9C1) (CA INDEX NAME) 
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The invention provides a product inhibiting heterotrimeric G protein 
8xgnal tranaduction combined with another anticancer agent, in particular 
a farnesyltransferaBe inhibitor, taxol or gemcitabine, for simultaneoua. 
IT 1921B5 {"b^s"" therapeutic use in cancer treatment. 

/=v (Biological activity or effector, except adverse); BSU 

(Biological 



ANSWER 26 OF 40 CA COPYRIGHT 2004 ACS on STN (Continued) 
^ study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; 

(Uaes) 

(heterotrimeric G protein signal transduction inhibitor combined with 
another anticancer agent for cancer treatment) 
1921B5-6S-5 CA 

2(1H) -Quinolinone. 6- [amino(4-chlorophenyl) {l-methyl-lH-imidazol-5- 
yl) methyl] -4- {3-chlorophenyl) -l-methyl- (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 
FORMAT 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



L7 ANSWER 27 OF 40 
ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 



SOURCE : 



COPYRIGHT 2004 ACS on STN 
134:260999 CA 

Characterization of the antitumor effects of the 
selective farnesyl protein tranaferaae inhibitor 
R115777 in vivo and in vitro 

End, David w.; Smets, Gerda; Todd, Alison v.; 
Applegate, Tanya L.; Fuery, Caroline J.; Angibaud, 
Patrick; Venet, Marc; Sana, Gerard; Poignet, Herve; 
Slerzat, Stacy; Devine, Ann; Wouters, Walter; Bowden 
Charles 

Department of Oncology, Janese 
Spring House, PA, 19477, USA 
Cancer Research (2001), 61(1), 131137 
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Research Foundation, 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB R115777 

{ (B) -6- [amino(4-chlorophenyl) (1-methyl - ih- imidazol -5 yl ) methylj -4 - 

1 ■. I , ... . ^ potent and selective 



{3-chlorophenyl) -1-methyl -2 (IH) ■ quinol ino 

inhibitor of farnesyl protein transferaee with aignificant antitumor 
effects in vivo subsequent to oral administration in mice. In vitro 
using isolated human farnesyl protein transferase, R115777 competitively 
inhibited the f arneeylation of lamin B and K-RasB peptide substrates 



cell 



ICSOs of 0.86 nM and 7.9 nM, res] 
lines tested for growth inhibitii 
The majority of sensitive cell 1, 



In a panel of 53 human tumor cell 
.apprx.75* were sensitive to R115777. 
B had a wild type ras gene. Tumor 



li: 



lea bearing H-ras or N-ras mutations were among the most sensitive of 
the cell lines tested, with responsefl obsd . at nanomolar concna of 
R115777. Tumor cell lines bearing mutant K-raa genes required higher 
concns. for inhibition of cell growth, with SO* of the cell lines 
N-Raa"^^*""*"^ R115777 up to concns. of SOO nM. Inhibition of H-Ras, 
and lamin B protein processing was obsd. at concns. of H115777 that 
inhibited cell proliferation. However, inhibition of K-RasB 
protem-proceaaing could not be detected. Oral administration b i d of 
R115777 to nude mice bearing a.c. tumors at doses ranging from 6.25 100 
mg/kg inhibited the growth of tumors bearing mutant H-ras, mutant K-rae 
and Wild type ras genes. Histol. evaluations revealed heterogeneity in 
tumor responses to R115777. In LoVo human colon tumors, treatment with 
R115777 produced a prominent antiangiogenic response. In CAPAN 2 human 
pancreatic tumors, an antiproliferative response predominated, whereas in 
C32 human melanoma, marked induction of apoptosia was obsd. The 
heterogeneity of histol. changes assocd. with antitumor effects suggested 
that R115777, and possibly farnesyl protein transferase inhibitors as a 
class, alter processes of transformation related to tumor-host 
interactions in addn. to inhibiting tutnor-cell proliferation. 
IT 193185-«8-5, R115777 

RL: BAC (Biological activity or effector, except adverse); BPR 
(Biological 

process); BSU (Biological study, unclassified); thU {Therapeutic use) • 
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RllS??")"*^ effects of selective farnesyl protein transferase inhibitor 
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AB The title compda. (I ; Ri = h, al)tyl, etc.; R2 - halo, CN, C02H etc • 

R3 R7 = H, alkyl, alkenyl, etc.; Z - (un) Bubatituted arom. 4-10 memb^red 
heterocyclyl; RB « H, OK, CN, etc.; R9 - (un) substituted 
methyKimidazolyl). methylfpyridinyl ) ] , useful for inhibiting abnormal 
cell growth, including cancer, were prepd. E.g., a multi-atep syntheaia 
of quinolin-2 one II, was given. Exemplified compda. I showed IC50 of 
.Itoreq. 500 nM against human farnesyl transferaae in vitro 

IT 280391-15-1? 
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(prepn. of heteroaryl -aubstituted quinolin-2 -ones as anticancer 

agents) 
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Hul l --^"trapatient and inLerpatxent doae eacalation^ecSeni . 

Drug was administered orally at escalating doeea aa a soln (25 to 850 n» 
bid) or aa pellet capsules (500 to 1300 bid) . PhJrJ^cokinetic- "re 

r^^R::ui?s"*^ae%fi.^?^„«°r -'^,^^%^»^ .d.i:r:;:°^rd;r"e":^:ie 

1. Results. Dose- limiting toxicity of grade 3 neuropathy was obsd in 

patient and gra 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



four 



atigue (decrease in two performance atatus levels) 
fr^o^•r,^ .1 ^ patients treated with 1,300 mg bid. The most 

frequent clin. grade 2 or 3 adverse events in any cycle included nausea 
wa^lj^d'a r ^' ^""^ hyP^teniioJ. MyeloiupprC^;!"' 

;"h"; 0 t r'^rr'- ^'""^ ^1^5777 were achieved 

Ji?™ ;™ " """"^ administration. The elimination of 

i^h ^^K^ "ff ^'^P^^"^' «ith sequential half lives of about 5 h 

ItL^t ; / "''"^ ^''"^ accumulation after bid dosing, and 

Steady-state concns. were achieved within 2 to 3 days The 
pharmacokinetics were dose proportional in the 25 to 325 mg/dose range 

oJ\hrLl!?^H; "''^""y excretion of unchanged R115777 was le.. than 0.1% 
of the oral dose. One patient with metastatic colon cancer treated at 

500-mg bid dose had a 46% decrease in carcinoembryonic antigen levels 

cough and radiog. stable disease for 5 mo. Conclusio;: 
toxicltv n.^^Tf administration and has an acceptable 

fZ "n/.J^rr I \ ^^^"^ ""P"" pharmacol^inetic data, the recommended dose 
for phase II trials is 500 mg orally bid (total daily dose, 1,000 mg) for 
5 consecutive days followed by 9 day. of rest. Studies of co^til^^s 
ongoSg " °^ R115777 in combination with chemotherapy are 

lS2185-fi8-5, R U5777 

I'i^fJ^l (Adverse effect including toxicity); BAC (Biological activity or 
effector, except adverse}; SPR (Biological process); BSU (Biological 
^ study, unclassified); THU (Therapeutic use); BIOL (Biologicaf^idy) ; 
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WO 20000257S9 



H COPYRIGHT 2004 ACS On STN 
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A prenyl -protein transferase inhibitor for treatin, 
endometriosis 

Oliff, Allen 1.; Gibba, Jackson B. 

Merck s. Co. , Inc . , USA 

PCT Int. Appl , . 3 65 pp. 

CODEN J PIXXD2 

Patent 

English 

1 



DATE 
20000511 



APPLICATION NO. 
WO 1999-US25001 



DATE 
19991025 



W: AR, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, 

CZ DE, DK, DM, EE, ES, FI. GB, GD, GE, GH, GM, HR, HU, ID, IL 

IN, IS. JP, KE, KG. KR. K2, LC, LK, LR, LS, LT, LU, LV, MA, MD 

MG, MK, MN, MW, MX. NO, N2, PL, PT, RO, RU, SD, SE, SG SI Sk' 
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PRIORITY APPLN. INFO.: 



US 1998-106179P 
GB 1999-160 



P 19981029 
A 1999010S 



OTHER SOURCE (S): MARPAT 132:343356 

AB A method of preventing and treating endometriosis, uterine fibroids 

dysfunctional uterine bleeding and endometrial hyperplasia is disclosed 

Which IS comprised of administering to a mammalian patient in need of 



such 



was 



treatment an effective amt. of a prenyl -protein transferase inhibitor. 
It^^'^'Tf ^" inhibition assays for farnesyltransf erase were developed 

and effect of a prenyl -protein transferase inhibitor (5-160 mg/kg/day) 



■itro in the rat model of endometriosis. 

except adverse) ; BSU 



evaluated 
IT l»2ie5-7l-0P 

RL: BAC {Biological activity or effector 
{Biological 

«?nf^;n""^'^*"'f ' ^™ {Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(protein prenyltransf erase inhibitors for treatment of endometriosis 

and related disorders) 
192185-71-0 CA 

ii?"'^K"i"?°^^?°''*' 6-f(S)-amino{4-chlorophenyl) (1-methyl -lH-imidazol-5- 
yxjmethylj -4-(3-chlorophenyl) -l-methyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation 
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Kenneth s.; Cliff, Allen I.; Stirdivant, Steven M. 

Merck i Co., Inc., USA 

PCT Int. Appl., 342 pp. 
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Patent 

SngliBh 



APPLICATION NO. 



20000330 WO 1999-US21773 19990923 

AZ, BA. BB, BG, BR, BY, CA, CH, CN, CR, CU, 

. ES, FX, GB, GD, GE, OH, GM, HR, HU, ID, IL,', 

— KZ. hC. LK, LR, LS, LT, LU, LV, MD, MQ^ 

MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK. SL 

TR, TT, TZ, UA, UG. US, UZ, VN, YU, ZA, ZW, AM, AZ, By' 



AE, AL, AM, AT, 

CZ, DE, DK, DM, 

IN, IS, JP, KE, KG 

MK, MN, 

TJ, TM, 



KG, KZ, MD, RU, TJ, TM 

RW! GH, GM, KE, LS, MW, SD, SL, EZ, T2, UG, ZW, AT, 

DK, ES, FI, FR, GB, gR, IE, IT, LU, MC, NL, PT, 

CO, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

AU 9962564 Al 20000410 AU 1999-62564 



BB, CH, CY, DE, 
SE, BP. BJ, CF, 



PRIORITY APPLN. INFO. 



US 1998 101633P 



GB 1998-24554 
WO 1999-US21773 



A 19981109 
W 19990923 



AB The invention provides a method of treating cancer which compriBes 

adminxHtering to a mammal a compn . which comprieea an HMG-CoA reductase 
inhibitor and a farnesyl -protein transferase (FPT) inhibitor. Prenn of 
FPT inhibitora ie described. 

IT 192185-68-5 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 

USES ""Classified); THU (Therapeutic use); BIOL (Biological study); 

(Uses) 

(HMQ-COA reductase inhibitor and farnesyl -protein transferase 

inhibitor 

for cancer treatment) 

RN 192185-68-5 CA 

CN 2 UH) -Quxnolinone, 6 - [amino [4 - chiorophenyl ) (1 methyl-lH-imidazol-S- 
yDmethyl] -4- (3-chlorophenyl) -l-methyl (9CI) (CA INDEX NAME) 
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PCT Int. Appl., 196 pp. 
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Patent 
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Stirdivant, Steven M. 
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AT, 
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KG 
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CI, 


CM, 


GA, 
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RO, RU, SD, SE, SC. SI, SK, SL, 

UZ, VN, YU, ZA, ZW, AM, AZ. BY, 
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SZ, TZ, UG, ZW, AT, BE, 
IT, LU, MC, NL, PT, SE, 
MR, NE, SN, TD, TG 
AU 1999-61624 

US 1998 101623P 



CH, CY, DE, 
BP, BJ, CF, 



GB 1998-24575 
WO 1999-US22224 
A method of treating cancer comprises admit 



A 19981109 



^ - .--ing to a mammal a compn. 

contg. a first compd. which is an HMG-CoA reductase inhibitor and a 
second 

compd. which is a prenyl -protein transferase inhibitor, and which is 
efficacious in vivo as an inhibitor of the growth of cancer cells 
characterized by a mutated K4B-Ras protein. For example 
l-{3-chlorophenyl) -4 - ( 1 - (4 -cyanobenzyl) imidazolylmethyl ] - 2-piperazinone 
dihydrochloride was prepd. (among other compds.) and tested for the 
inhibitory activity against human farnesyl protein transferase' it was 
found to have IC50 of .Itoreq. 1 .mu.M. 
IT 192185-72-1 

RL: BAC (Biological activity or effector, except adverse}- bsu 

(Biological ' ' 

USES ""^^^''''i^^^^J ' THU (Therapeutic use); BIOL (Biological study); 

(Uses) 

(compns. contg. inhibitors of HMG-CoA reductase and prenyl protein 
transferases for cancer treatment) 

RN 192185-72-1 CA 

!i ^' ^ ''^^ smino(4-chlorophenyl) ( 1 -methyl -iH-imida*ol-S- 

yimethyl] 4 - (3 -chlorophenyl ) - 1 -methyl- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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KZ, MD, RU, TJ, TM > , , , 

RW: GH, GM, KE, LS, MW, SD, SL, SZ , UG, ZW, AT, BE, CH, CY DE DK 

ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, Bp' ' ' ' 

CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

AA 20000309 CA 1999-2341690 



CA 2341690 
AU 9949254 

BR 9913138 
EP 1107963 



20000321 

20010508 
20010620 



AU 1999-49254 
BR, 1999 13138 
EP 1999-933084 



BJ, CF, CG. 
19990806 
19990806 
19990806 
19990806 



R: 



TR 200101343 
<- - 

EE 200100118 

JP 2002523504 

JP 3495706 

NZ 509372 

US 6150377 

US 6294552 

2A 2001001173 
NO 2001000964 

HR 2001000142 
BG 105365 

US 2002128287 
US 6579887 
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20010921 

20020617 
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20001121 

20010925 

20020412 
20010426 

20020228 
20011130 

20020912 
20030617 



GR, IT, LI, LU, NL, SE, MC, PT, 
TR 2001 200101343 19990806 



EE 3001-118 
JP 2000-567527 



NZ 1999-509372 
US 1999-383755 



US 2000- 62B039 



ZA 2001-1173 
NO 2001-964 



HR 2001-142 
BG 2001-105365 



US 2001-900401 
US 199a-98145P 



19990806 
19990826 



20000727 



20010212 
20010226 



20010227 
20010320 



20010706 
19980827 
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AB The title compds. (I; Rl - h, alkyl, etc.; R2 - halo. CN. etc.; R3 -R7 . 

(iS^iJ^!^*'"^!.'."'',;' ■ (CR13R14)t(imidazolyl) 

Inh!^?^!! imidazolyl is optionally substituted by 1-2 R6 

substxtuents), Rio, rh . R6; R12 - H, alkyl, etc.; R13, R14 . h; alkyl], 

useful in the treatment of hyperprol iterative disorders (no data), such 

IIZIaI' t*" ^".l'^- • """Iti step synthesis of II was given. 

IT Uoltlli:^ ° " n,g/.c9/day. 

(Biol^ic^^ (Biological activity or effector, except adverae) ; asu 

«CT (Reactant); SPN (Synthetic preparation); THU 
Therapeutic use), BIOL (Biological study), PREP (Preparation); rAct 
(Reactant or reagent) ; USES (Uses) 

RN 26od5"?!;:6°^cJ^''^^^"^"'"'"''"'''"* q^lnolin 2-ones as anticancer agents) 

J*f"i:°"f"°J'"°"^/-l[^-='?lorophenyl)hydro 

Sdm ISSe) """^^ f'"' <^ 
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PCT Int. Appl., 42 pp. 
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Patent 
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PATENT NO. 



WO 


2000012498 
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20000309 
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AL, 
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AT, 
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CZ, 
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IS, 


JP, 


KE, 


KG, 


KP, KR, KZ, 
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MX, 


NO, NZ, PL, 
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TM, 


TR, 
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UA, UG, US, 
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MD, 


RU, 
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TM 
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GH, 
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LS, 


MW, SD, SL, 
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FI, 


FR, 
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CI, 


CM, 


GA, 
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GW, ML, MR, 


CA 


2341739 






AA 
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AU 


994 9251 






Al 


20000321 


BR 


9913315 
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20010522 


EP 


1107962 






Al 


20010620 
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SZ, UG, ZW, AT, BE, 
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NE, SN, TD, TG 
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AU 1999-49251 

BR 1999-13315 

EP 1999-933080 



CY, DE, DK, 

DJ, CF, CG, 

19990805 
19990B0S 
19990805 
19990805 



R; AT, BE, 
IE, SI, : 
JP 2002523503 
JP 3494409 
US 6495564 
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T2 20020730 JP 2000-567526 
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Bl 20021217 US 1999-384339 
US 1998-98136? 



19990805 



WO 1999-IB1393 



19990805 
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AB The title compds. [I, R1 . h, alkyl, etc., R2 . halo. CN, etc.; R3-R7 - 

alkyl, alkenyl, etc.; RB - H, 0R12, NR12R13, etc.; R9 - 
(CRl3Rl4)t(imidazolyl) (wherein t - 0-5 and said imidazolyl moiety is 
optionally aubstituted by 1-2 R6 substituenta) ; RIO, Rli - r6 ; R12 - h 
alkyl, alkenyl, etc.; R13, R14 = H, alkyl and where R13 and R14 are as' 
(CRl3Rl4)q or (CRi3Rl4)t each ia independently defined for each iteration 
of q or t in excess of 1], useful in Che treatment of hyperprolif erative 
diBorders, such as cancer (no data), were prepd. E.g., prepn . of 
quinolin-2 one II , was given. Compds. I are effective at O.oi 10 
mg/kg/day. 
IT 3«005a'28.CP 

RL: BAC (Biological activity or effector, except adverse) : BSU 
(Biological 

study, unclaseified) ; RCT (Reactant); SPN (Synthetic preparation) ■ THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; racT 
(Reactant or reagent); USES (Usee) 

(prepn. of quinolin-2 -ones as anticancer agents) 
RN 260052-28-6 CA 

CN Benzaldehyde, 3- [6 [ (4 -chlorophenyl) hydroxy (i -methyl- lH-imidazol-5- 

yDmethyl] -1,2- dihydro-1 -methyl 2-oxo-4-quinolinyl} - (9CI) (CA INDEX 
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medicine for treating pathologic, resulting from 
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PCT Int. Appl., 58 pp. 
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Patent 
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FR 
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892 




Al 




20000114 


FR 


2780 


8 92 




Bi 




20010817 


CA 
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AA 
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AU 
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Al 




20000201 


EP 


1094810 




Al 
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DE, 


DK, 


ES, PR, 






IE, FI 








JP 


a0025202S4 




T2 




20020709 


NO 


2001000030 
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LV, MD, MG, MK, 
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ZW, AM, AZ, BY, KG. KZ, 



LU, MC, NL, PT, SE, 



FR 199 



9730 



PRIORTTy APPLN. INFO. 



CA 1999-2337261 

AU 1999-46224 

EP 1999-929396 

i, GR, IT, LI, LU, 

JP 2000-558B18 
NO 2001 30 

FR 1998-8730 

WO 1999-FR1611 



CH, CY, DE, DK, 
Br, BJ, CF, CO, 

19980708 

19990705 

19990705 

19990705 

NL, SE, MC, PT, 

19990705 
20010103 

A 19980708 

W 19990705 



OTHER SOURCE(S}: MARPAT 132;117561 

AB Prenyltransf erase inhibitorB are used for prepg . a medicine for treating 
pathologies resulting from prenylation of the .gamma, aubunit of G 
protein. Said diaeaaes compriae in particular disesBes related to the 
following biol. functions or disordera: amell, taate, light perception 
neurotranamission. neurodegeneration, endocrine and exocrine gland 
functioning, autocrine and paracrine regulation, blood preeaure, 
embryogeneaia, viral infection, Immunol, functions, diabetes, and 

obesity. 

IT 193185-89-0 
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(prenyltranaf erase inhibitor prepn. for treating diseases resulting 

from heterotrimeric G protein membrane fixation) 
RN 192185-89-0 CA 
CN 2 (IH) -Quinolinone, 
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PCT Int. Appl., 42 pp. 
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Patent 

English 



REFERENCE COUNT: 
THIS 



THERE ARE 12 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RB 



PATENT NO. 



WO 2000001411 



KIND DATE 



APPLICATION NO. 
WO 1999-EP4545 



W: AE. AL, AM, AT, AU, AZ, BA, 
DE, DK, EE, ES, FI, GD, GD, 
JP, KE, KG, KP, KR, KZ , LC, 



BB, BG, BR, BY, CA, 

GE, GH, GM, HR, HU, 

LK, LR, LS, LT, LU, 

RO, RU, SD, SE, SG, 

VN, YU, ZA, ZW, AM, 



RW: GH, GM, 
ES, FI, 
CI, CM, 
CA 2336624 
< - - 

AU 9947805 

<- - 

AU 762423 
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BIOL (Biological atudy) ; PREP (Preparation) ; USES (Uaes) 

(prepn. of farnesyl protein transferase inhibiting (imidazol-5- 
yl) methyl-2-quinolinone anticancer agents) 
RN 192185-51-6 CA 
CN 2 (IH) -ouinolinone. 

*- (3-chlorophenyl) -6- ( (4-chlorophenyl) hydroxy (1-methyl- 

lH-imidazol-5-yl)methyll 1 methyl- (9CI) (CA INDEX NAME) 



CI 
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10/715, 794 



=> d his 

(FILE 'HOME' ENTERED AT 13:52:19 ON 22 SEP 2004) 

FILE 'REGISTRY' ENTERED AT 13:52:28 ON 22 SEP 2004 

LI STRUCTURE UPLOADED 

L2 0 S LI SAM 

L3 0 S LI FULL 

L4 STRUCTURE UPLOADED 

L5 309 S L4 FULL 

FILE 'CA' ENTERED AT 13:55:39 ON 22 SEP 2004 

L6 121 S L5 

L7 40 S L6 AND PY<2002 



Logging off of STN 

Executing the logoff script... 
=> LOG Y 

STN INTERNATIONAL LOGOFF AT 13:56:35 ON 22 SEP 2004 
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